New derivatives of 8-Chloro-theophylline (8-CTh) were synthesized by react 8-CTh and 4-amino acetophenone to prepared 8-(4-acetylphenylamino)-1,3-dimethyl-1H-purine-2,6(3H,7H)-dione then the result reacts with some substituted benzaldehyde derivatives to prepared different chalcone compound then the products were allowed to react with thiourea and hydrazine to give Pyrimidine and pyrazoline derivatives respectively. The reaction was monitored by thin layer chromatography (TLC) technique. All new compounds were characterized by melting points, elemental analysis, FTIR, 1 H, 13 C and 2D NMR spectroscopy. Antimicrobial activity of these derivatives was also determined.
INTRODUCTION
Xanthine a purine base produces in most human body tissues and fluids and in other organisms it is produced by purine metabolism. 1 The commonly used methyl xanthine theophylline, caffeine and theobromine are naturally occurring compounds in various plants. 2 These substances are components of most widely consumed beverages, coffee, tea and cocoa. Theophylline and its salts are used in the therapy of bronchial asthma and chronic obstructive pulmonary disease (COPD) 8-CTh is a purine derivative which is obtained from theophylline 3 .
In therapy, 8-CTh is used in combination with antihistamines in order to enhance their action against travel sickness and other hearing labyrinth diseases 4 . In this work prepared some derivatives from 8-CTh by chalcone reaction. Chalcone can be prepared by condensation reaction between different aldehyde compound and an acetophenone in the presence of opportunity base (aldol conditions) 5 . Recently, the heterocyclic compound of different ring with different heteroatoms are important for biologically active and industrial chemical products 6 . Pyrazoline (Py) and Pyrimidine (Pyr) derivatives are among the most prominent heterocyclic compounds, which have an important role in pharmaceutical and agrochemical industries as well as bioactive products because of their significant and wide spectrum of biological activities 7 .
8-CTh (0.21g/0.001 mol) it was dissolve with 4-amino acetophenone (0.135 g /0.001 mol) in 15 ml of THF and add 1ml of triethyl amine and then reflux reaction for 24 h and monitored reaction by TLC using the solution (ethyl acetate: n-Hexane) (4:2) the reaction is neutralized by glacial acetic acid and the precipitate obtained was filtered, washed and recrystallized from ethanol. Yield 
(C=O).
General procedure for synthesis chalcone (S2-S4). 9, 10 (3.13 g / 0.01 mol) from S1 with different aromatic aldehydes (0.01 mol). The mixture dissolved in 10 ml of alcohol. Sodium hydroxide solution 3 ml (10%) was added slowly and the mixture stirred for 2 h until the entire mixture becomes very cloud then the mixture was poured slowly into 20 ml of water with constant stirring and kept in refrigerator for 24 hours. The reaction was monitored by TLC (ethyl acetate: n-Hexane) (4:2). the reaction is neutralized by glacial acetic acid and, the precipitate obtained was filtered, washed and recrystallized from ethanol 
EXPERIMENTAL
All materials were of highest purity and supplied by Merck & Co. Sigma-Aldrich and Flukacompany. Melting points were measured on a Buchi melting point apparatus B-545 (Buchi Labortechnik AG, Switzerland). Microanalytical data were obtained with a Vario, Elementar apparatus (Shimadzu, Japan). The IR spectra were recorded on Schimadzu, Fourier Transform Infra-red spectrophotometer (Model 270), using KBr discs. NMR spectra were recorded on 600 MHz (1H) and at 100 MHz and ( 13 C) spectrometers (Bruker, Germany) with TMS as the internal standard and on ä scale in ppm. (TLC) was performed on silica gel for (TLC) and spots were visualized by Iodine vapors. The reagents used were of analytical grade while the solvents were purified before use.
Synthesis of 8-(4-acetylphenylamino) -1,3-dimethyl-1H-purine-2,6 (3H,7H) -dione (S1).
(C5), 112.6 (C2"), 114.9 (C2´+C6´+C5"), 121. 
General procedure for synthesis Pyrimidine compounds derivatives (S5-S7).

11
(0.001 mol) of prepared chalcone was dissolved in ethanolic sodium hydroxide (10 ml) and (0.001 mol) was add slowly from thiourea, were stirred about 3-4 h with a magnetic stirrer. This was then poured into 5 ml of cold water with continuous stirring for an h and then kept in refrigerator for 24 h, the reaction was monitored by TLC (ethyl acetate: n-Hexane) (4:2). The precipitate obtained was filtered, washed and recrystallized with ethanol. 6-(4-hydroxy-3-methoxy phenyl) General procedure for synthesis pyrazoline compounds derivatives (S8-S10) 12 A mixture a prepared chalcone (0.001 mol), and (0.001 mol) and hydrazine hydrate (99%) (0.001 mol) in (25 ml) ethanol was refluxed with stirring about 5 hrs, the reaction was monitored by TLC (ethyl acetate: n-Hexane) (4:2). The precipitate obtained was filtered, washed and recrystallized with ethanol.
8-(4-(
8-(4-(6-(4-(dimethyl amino) phenyl)-3,6-dihydro-2-mercaptopyrimidin-4yl)phenylamino)-1,3-dimethyl-1H-purine-2,6(3H,7H)-dione (S7)
(
8-(4-(4,5-dihydro-5-(4-hydroxy-3-methoxyphenyl)-1H-pyrazoline-3-yl) phenylamino)-1,3-dimethyl-1H-purine-2,6(3H,7H)-dione. (S8)
6.77-7.83 (d, 8H. arom), 9.23 (s ,1H , NH py. ), 10.29 (s,1H, N 9 H), 13.38 (s1H, NH), 9.50 (s, 1H, OH),. 13 C-NMR (100 MHz, DMSO d 6 ): δ= 27.6 (N 1 -CH 3 ), 29.7 (N 3 -CH 3 ), 42.4 (C 4Py ), 58.8 (OMe), 49.7 (C 5py ), 108.8 (C5), 112.6 (C2") ,114.9 (C2´+C6´+ C5"), 121.5 (C6") ,123.3 C4´) ,130.4 (C3´+C5´), 137.5 (C1"), 142.6 (C1´), 147.5 (C4" C-OH ) ,147.7 (C4), 149.7 (C3"), 150.8 (C 3py ) , 150.0 (C=O 2 +C3´(C-OMe), 151.0 (C=O 6) ,168.2(C8). 5-(4-chlorophenyl)-4,5-dihydro-1H-pyrazoline-3-yl) phenylamino)-1,3-dimethyl-1H-purine-2,6(3H,7H) H3" for the distance d= 7.3 ppm. 18, 19 .The second type of coupling is 1,2 J H, C there are one coupling between C=O for the distance δ = 195 ppm and proton Ha for the distance δ = 8 ppm. of chalcone (S2-S4) that reacted with thiourea in the presence ethanolic Sodium hydroxide to give corresponding. Pyrimidine as well as reacted with hydrazine in the presence absolute ethanol to give pyrazoline derivatives. Pyrimidine and pyrazoline can be prepared by Scheme 3.
8-(4-(
1 H-NMR and 13 C-NMR of Pyrimidine and pyrazoline compounds can be show in Table. 1 and 2 respectively.
Biological part
Control of microbial population is necessary to prevent show of disease, infection, decomposition, spoilage and contamination and caused by them. The newly synthesized compounds were screened for their antimicrobial activity in vitro against bacteria (Staphylococcus aureues, Escherichia coli) and fungal (Candida albicans) as show in Fig. 1 . The antimicrobial activity results discovered that most of the tested compounds have moderate to strong activity. The most effective compounds are S3, S5 and S8 when these compounds were compared with the reference compounds (DMSO, distill water) we found that they have an antimicrobial activity higher or almost equal to them. While candida albicans not responsive for all compounds. 
CONCLUSION
In this study we are reported synthesis of many chalcone derivatives from 8-CTh. The work included preparation of chalcone compounds and then prepared pyrimidine when react with thiourea, in other hand react with hydrazine to prepared pyrazoline. These derivatives were found active angst bacterial and not response to fungal. These derivatives confirmed from spectral data analysis; FT-IR, 1 HNMR, 13 CNMR and 2D-NMR.
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